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mm 

[0 0 0 1 ] 
[0 0 0 2 ] 

ItM^ttW^iXhronic Obstructive Pulmonary Disease: (£JtT\ TCOPDj fcfBfc-f & 

* #1t 1 1" £ ilt & £ o C0PD \Z $3 It & $C«E*0 El (± > *#f^$tt#r^ ^ £> £ $tti»L±# 

#\ ^p|5(7)C0PDm#O# < «Iilf^M«fiCD«f6]^^-ro JJrim)S<7?:tt^ 'JX^77^- 
/6 ? PMlT-*^.^i±# < Wgg^lftfifSfcJ: <9 BJ3£>/^-e&& 0 2 0 0 1 ^H^IlNational Heart 
, Lung and Blood Institution (NHLBI) EWorld Health Organization (WHO) t(D&mx 
fUeq £ flit Global Initiative for Chronic Obstructive Lung Disease (GOLD) \Z & 
t^^>J:^:, 1 9 9 0 ^<Dm^:Xl±1&WX(DC0?d(DmB,mim^X 9 . 3 4/ 1 0 0 0 
, % tzic&Xli 7. 33/1 OOOfc^ot*^ mB^mmizM^B.X$>& o « 
^•tr^COPDH i^W^lH^^Etti, 'J #<7>?EH<7) 4{i t#i;££ti-cv^ 0 £ 
fc. B^^*5^^J?^#J*<7?fR^-e^COPD^ X %>W.timi, 3 0^^^ltl4^^ 

if L fc o COPDteM t L T«£q f> tur v> & o fi , %m%Wm\ ^fn-fF^Kli 

o 

[0 0 0 3 ] 

Mt?*So 9 0 %^^^^#^l|-eGM-CSF(D-©tt^WiMi-^ lagilftoW^ 

[0 0 0 4] 
[0 0 0 5] 

#!)x.i£\ C0PDO— ®-e^^itU^Moiii%^x;v<i: Ltit Tia^i o & & otP* < ^£>fti 

h flX^Z> 0 

(I) ^Aa^ftBl 2 Hf K^o 6 ^^JaJliPMM^-^TfP^i-^HMM^x^ 

(ID ^p^^^-w^vM L^ft^^T^ 

[0 0 0 6] 

L^L*36*ib (I) O^M^^ti^^JRl-I^IBIfc^lHlT&^^iJl-rSo Sfc (II) ^ 
T.f-li*?^^'! >^co^f±, ^^(-ffiil^* ^o^io^^^ 

Lt tlifztf n h (OCOPD^Sv^^F^^^ o 
[0 0 0 7] 

^<Dtz&bc\tih smmcopDR xfm%m<Dm^ t5 ^ ^ t> *lt v** v> 0 

[0 0 0 8] 

ficoPD^w^Bi-^ tz&tz-ox, z-fBBm^jxt-^z^v yvx-^^7 
^m*/c^\ vxr^mm&tfJb % tzt>x-mm^fitz 0 

[0 0 0 9] 
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(3) w«i^iE«5(:ss> r;uttol»ti4v^ oi 19 1 rC0PDfcH&& -sstib 

[0 0 10] 

ffiii^ct, Yale^OEliasfcK ioT, IFN-7 f7^yx-^vW 
PrG^^J tIBlRi-So ) f>9tO'J>»ffl: (D0X) ifc-S- K «fc o T IFN- 7 * 

[0011] , , _ 

4 3t H=f* r- h 9 4 9 U > SNHfcft-S- (D0X) -ejjjjjJ&H ft IL-13 £ * 4 £ J: o 

[0012] t s , 

l ^ l a* <^ d tL wi^in ii > ^ -r ft t- h 9 4 * v > mmw (dod t v> 

[0013] 

s /c, tnf- a tg^ -7 ^ ^> w^M £ mm-r «^ ?^tv^ ^\ i^^^e 

[^#lt»U Wang Z, Zheng T, Zhu Z, Homer RJ, Riese RJ, Chapman HA, Jr., 
Shapiro SD, Elias JA. , " Interferon gamma induction of pulmonary emphysema 
in the adult murine lung." The Journal of Experimental Medicine, 20003s 1 
92-f-, P. 1587-1600 

mmttW. 2 ] Lanone S, Zheng T, Zhu Z, Liu W, Lee CG, Ma B, Chen Q, Homer 
RJ, Wang J, Rabach LA, Rabach ME, Shipley JM, Shapiro SD, Senior RM, Elias 
JA. , ."Overlapping and enzyme-specific contributions of matrix metal loprote 
inases-9 and -12 in IL-13-induced inflammation and remodeling. " The Journal 
of Clinical Investigation 20023s 110-^, P. 463-474 
[0014] 

mumm, mi&9&&> mwr^ offf^, ti^«> &^mm^ 

[0 0 15] 

^<Dtztb, copD»ife> mm.^ (it^, ^yf^m) <om.mmmmmRrjp^ 

l «£ 9 t -r ^ us] 

[0 0 16] 

*3PJ^f±> IL-18TG^"7^^*#^*-C#ttL (J. Immunology 

2001). £ tz hkeratinocyte promoter (K5) £JlV>£&J»#Jllft3&:§IIL-18TG^ * 
ki^^Mt^ ^ t ^ItB LTV^ (j. investigative Dermatology 2003) 0 

, z.tLb-&<Dm$t<D^-e&m\^tz, il-i8^ifn-7 m&fcSNiu ttzv&^-i YJj^y 

(IL-4,IL-5,IL-l3etc)£&l§*1-£ U Eliasfc©«^fc#;i^*>*fc*t*^ IL- 

18OC0PD^OM#Onrt^HSV^ 19 > j&5lH0f$fc*£fcfco 
[0 0 17] 

of v . j;i9ii:^HM#LTV^i:S^^TV^cIFN-7^IL-13T$ 
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x.> •e^iMMWiKitlT^Sf h 9^>f *V >*r&3?fc LfcOI^L, IFN-y 

M#MHK£M$fi < U COPDfc i <9 jSv>H|ife^ * i £JLfcB L 

HfiSCOPD • 0^«Kl%^T-*^{iM%T^^^9^^-^^^^^M >tffi^4 0 — * 

iiMJ-^^stt^^^ti^afiHtWKn^isfrSKS-r^o-t*, * aocopd • Mfaufin 

[0 0 18] 

lot, -e-OBfiDi:1-&i:^«, C0PD, F*»ffi«^ Wl&Sa 

[MM * * 0#f£] 
[0 0 19] 

y-18 jHe^ Z&trZt* WWl WitlST-, 0#H fit) K&a-f fc^n^-*-** 
> 0#«iaa*7 p n^E- 2 J'--e^^, S^amat^, (2) ^ma^itfe^-^rSAL 

wm-tz urn , mm § ^j&oTOxtii&seajo* * u ^-c* & - fc t 
sRfflHaras, w (4) iL-i8ia##j, vK-^^ffittiai, x&z-tit>%* 

[0 0 2 0] 

* A aiDliJl * 6 n AW K * 3? L T COPD^JJrfrjn.JB^O'lf 14 

mm&mmm, mmmB-m, mn&B&mvBmm, mwF<£ (ir^, 

[0 0 2 1 ] 

*#PJ<7X C0PD, IHJjRfflBfifc, OT^fi^^imt^ mW^f^ (If^^r, 
[ 0 0 2 2 ] 

x ^ u - - > ^) it ^ ? -e § & o 

[0 0 2 3 ] 
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g^_ 77 ^r^> f^n^-^-tLtli, tMt-??^^^^*-^- (surf 

actant protein-CMc^n*- * - e SPC7°n^- * - fc|B^t^>o ) 

fbtu ^7 7tt7'n^-^-J:LTii, CCIOt'd^-^- (CCSP W "9 £ *** * o ) 

[0 0 2 4] 

mtt<om t) m Lm^mfttfv ase^^^v^ - 1 urn* 

[0 0 2 5] 

[ 0 0 2 6] 
[ 0 0 2 7 ] 

■/nlL-l8*^»MIH8HSE*i"*n^l /ffSEtfe** £-1) ^feT-^ 

[0 0 2 8] 
[ 0 0 2 9] 

*HKKttffl3*LStfott««fr!»fc LTtt^S.*, ?y h^jWtf e>*L*#*, v^^W 
IL(, ^<7*i±, fljttf, C57BL/6N-7 <7 * (B6^*) , Balb/CV-7 £ L < ffl 

[0 0 3 0] 

o tc* Ai" & MsifS^ tt , Mf#*» tMt & ^"n * - * - of U»T * 

[ 0 0 3 1 ] 
[0 0 3 2 ] 

IH8cDNAWv v^7";V^-7°^- K£!#oj&&IL-18c DNA£, PCRftCioT 

jr#i-& 0 v-^>* (DNAie^ij) fcHi&irayffi Kfl^tSo mi (e^ji) 

^jpfi % 7~9#B£&&M$&3 K> TATGJ Ofifctf^ 10#S^S5^!JG^^, 69#B<Z>IE?!IC 

^-w, -r<7^ig/cift;ov-j2-c«fi^>'^^-;v^^^- FitfST-, -eog:^ Taacj a 

K^5&»fc541~543#B<0 TTAGJ STOPa K^OfifltO TAGTJ ar/4t#, 
IL-18c DNAt^o 
[0 0 3 3] 

^ M&a K^ObiT^ TGGA ACAJ l±, ^^^^©pro-IHScDNAW AC* 
[0 0 3 4] 
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ttz, STOPn V><Dfe(D TGTGJ t±, 7c* v>^Opro-IL-18c DN k<T>>f J AfcfcofcE 
[0 0 3 5] 

pCR2.1^ ^-*fflv»TPC3R***^n-->^L, ->-?-x>*1-&o 
>^--7 T ^ ^ > |> <7)-7°n^&- ^-SPC, SV40 small T intront^fiWJ A %&t?3. 7S 
PC/SV40^ *-"C\ U-=-y?%tl, SPC-IL-18SPfc-f& (EI2) o 

[0 0 3 6 ] 

SPC-IL-18SP ^Ndel fcNotI<7)flJPW»Wt?*0»fi-^ - tCiot, iitD NA77^ 
[0 0 3 7] 

SPC-IL-18TG^^ (founder) ? -X fcSHt'&fcH^ ^OT-^O^ , IL-18 

^VADNA^fcPCRM, lflL^4'0«IL-180EL I S A^*f, Bfr^CMfc, 
[0 0 3 8 ] 

i zmtt (bit, iL-i8tia«i-^- ttf&z>o ) ©tAiit v^x^a«s^i§^$ 

^T^^tt^l'iStt^IL-lSHia^ Mz-lZtfSLW ^OJ&S|IL-180E L I SAMtl ng/m 
[0 0 3 9] 

spc-iL-i8mxfrb&&*'?<nmMte> ^msstta &<?>-eti&^^ w-vtitfAmn 

[0 0 4 0] 
[0 0 4 1 ] 

* V - — v ^ (HBSWfe) ^ ^SttS 0 i^t, 
£jocopdy6«J (*tfr£i£3KW, ^fn>fK^L<i±i»w« ®a&**«B-*- 

**v>tt % 16©-^ ^ V - - > ^^feC i o T# & iifcC0PDi6««©Ma* 
^fi^j^tti^^f-^J; «J fc> K hCOPDK £ «9S< u -->'^t***»S«FlB* , 4 

- 6 & km fc ffi * . <t>copd?6*#j^ ^ ^ x nwm-f %> w% ft* frbx~$> 

o 

[0 0 4 2 ] 
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[0 0 4 3 ] 

iL-i8ia#^j t Ltii, il-1 p&mmmmmM*&tr ;! sx j r<< >7*TT- j em.m%m<o 

s TL-l&Wmfcfrhffi&mTL-lS^<D$£m*m&-tZ> ! ®l&, IL-18f£^6® (IL-18 bindi 
ng protein (IL-18BP) ^/U- 7«)*tfcII^18&#3stf>, II^18<0flH£* *fD-*-*%K, *T 
i#^IL-181^-b-7^ - (#112003-282375) *OII^18S##^OIL-18Wtt^*E#-f 
Jt, IL-18^##^^^v^t-^f5iiC0Pl«J^, 3U±£*Lfc*3- Ki-afltfcrHf** 

[0 0 4 4] 

IL-1 /?a«|51#^Jt ®^(7)'fb^t/^P^^ _ C^ i 9> WfltLT, fllxJi 

, «^i¥5- 2 5 5 2 1 8^$R^|B«<7)^-7°f- KR»#, 1 1 

- 1 4 7 8 7 3 -t^^fSm^X;V* >T 5 F|$#, 1 0 - 5 0 4 2 8 

5^m-mm<^^^ vmm&, ^mm^w 11-14789 b^mmmm^^ 

V v >|§S#i3 £ t/gP^mSWO 97/24339 ^^KSBftOr- h 9 V-^ftSti^ 

[0 0 4 5] 

IL-18^®SK(IL-18BP) Jem [Immunity, 10, 127-136(1999)] KfB«cO#&K*i CT 
[ 0 0 4 6 ] 

IL-18 fcJfc!*fl«j %^y^n-f IfclR [J • Immunol . Methods, 217, 97-102 (1998) ] K 

[0 0 4 7] 

IL-l8^#^<7)IL-l80^^IS.*1-^%K<7) ; HrWJt LTI±, IL-18£##S 
SJt*5 i^IL-lSO^frtC^^^^y ?u— ± &mf& it^iSo IL-18 
co^##tC#^^^^Ey ^ n — ^;M5L#:fc L"Cl±, 1144^6 y ^ n — -f-frtfiifc (Human IL-18 
R (« chain) #M*0 S^W&tt&o 

[0 0 4 8] 

_t|SIL-180^#^#^S<j^^y ^n-^;v^L#f±, Bi?Ltt^S*OfeT:#> ^f^M 
[0 0 4 9] 

#S£IJ3 1'ffl v> «b ;rL& IL-18S#<«S «£ tnL-180^##tc##|fitJ& ^ y ^ n - ;vjrc 
#^¥ii-i00400^$l^=Bmo^^!iDTpMi-^-^^-ei*o 

[0 0 5 0] 

V ^.Xi£14^6SC t t±N VF^yy (@Mti:M7t:, reduction-oxidation) GOM^tOffi 

MfKhiaot, (m<k«7ca&^Pfff-r^- 1) w-el^lfi 

5 y -tc^l-^^v ^"ff- k*^\ ho-1 (AAt^yyt-€- i ) ^^tf^ti^ 

o 

[0 0 5 1 ] 

f 1 1/ F^v' ^7 7 ? 'J - Clt S ^^f Kit ii, (&T l~TRX 

J tffl&tZo ) 77 5 V-izm-f&tfV^-??- Kffl (JBIT\ TTRX-PJ fclBtt-f* 

^oT, & b & t , £##1"* *° V ^7°^ * (#W 2 0 0 2 - 1 7 9 

5 8 8 o 
[0 0 5 2] 

[0 0 5 3] 
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10 0 5 4] 

^ * v k * > 7 r 5 y - k jr i- & # 'j ^ -/f - K li „ ~> * t 4 yn& * tr JSttSMfc ( - c 

ys-Xl-X2-Cys - : XI , X2i4, T^M»«U P9-e*oT4*44^ , e*i 
10 0 5 51 

^ftWCW 3 ) TTRX-PJ Kii, ±m<vm, Ytfn 
[0 0 5 6] 

filtilBSfiO^frffll Ltli> -Cys-Gly-Pro-Cys -, -Cys-Pro-Tyr-Cys -, -Cy 

s -Pro-His-Cys -, -Cys-Pro-Pro-Cys hfl&ifiy *t?J>. -Cys-Gly 
-Pro-Cys j(l*jexT«#S*l.rv^BB^jT*4^ie>^ v^X^-r /W= 4 &*Sfe 

[0 0 5 7] 

TTRX-PJ fctt, *#fi&£tt, $!);Li4\ igteSBte^-Cys-Gly-Pro-Cys 
[0 0 5 8] 

[ 0 0 5 9] 

°(a) t hs^m*^^ttm-r^*-fe (#$¥1 - 8 5 o 9 7^m##p.?,) o 

(B) *^ft*lfex.fe«:ffiv^^ (#W¥l- 8 5 0 9 7^»*#fl&) = 

(C) K^Jfcifcfcffiv** (#H¥5 - 1 3 9 9 9 2 ^**#M) o 
[0 0 6 0] 

0. 0 0 0 1 - 1 0 (w/v%) , &4 L<i40. 0 0 1 -5 (w/v%) , 
Wfc&l**.!^*^ 0. 0002-0. 2 (w/v%) , fflKftO. 001-0. 1 
(w/v%) , mWflW^ 0. 0 1-50 (w/v%) , »H<l±0. 02-20 

( w /v%) fatssi-ei4#, &rbfc£ofEiBKiB£3*u&fc©-ei±*Gv*o 

[0 0 6 1 1 to 

^Bj<7)^^^mXt4«^gt^^^KX{4^MO^#fi(4, mVt 

$M», M, ^ I8JX t4 tn <o J&WM i:J;o"Cl^l>#\ 15!)xJ4\ TOXm&ieS'J 1 *'^ 
*3&j£#<0*tf*, M lkgifcDO. 005~500mg, 0. 1-10 

Omg, ill, iAWtttia*)/:^ TKtLTO. Olmg (&IL(tt0. 1 m 
g) ±mtLX, 20g (Iff* L< (4 2 0 0 Omg, 4 «5 U * L < 14 5 0 0 m g , It 
SF4 L< {4 1 0 Omg) 1 EXttSUUfc^tfT. i^tlSfC^t^i 

[0 0 6 2 ] 

*§kW(O = ?mXl*%30M IL-18M3»J, V K ^ * ^-ffitt® R, X(4 i fi h £ n - K 
[0 0 6 3 ] 

. JJTFtf) 1.-5. ^imifhtLio 
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[0 0 6 4 ] 

1. j-tj -yy $r^'~7s h : 

iill LTB4 antagonists (0Hx.tfLY29311, SC-53228, CP-105,696, SB201146, BIIL284 
), 5'-Lipxygenase inhibitors ($Ix.t£zileutin, Bayxl005), Chemokine inhibitors, I 
L-8 antagonists (15flx.ifSB225002; CXCR2 antagonists), TNF inhibitors (^JxJimonoc 
lonal Ab, soluble receptors, MMP inhibitors), Antioxydants (fllxJfNAC, NAL, 7 )V 
^f-^-y, ^-/^-i^ry Ky^A^-^f), Prostanoid inhibitors x. f£C0X-2 in 
hibitors, thromboxane antagonists, isoprostane receptor antagonists), iNOS inhib 
itor ^ 

[0 0 6 5] 

2 . jftifc^J : 

i?ijx.«\ Phosphodiesterase 4 inhibitors (0Hx.tfSB2O7499, CP80633, CDP-840), NF-kB 
inhibitors (f!]xJ£l-kB kinase inhibitors, IkBa gene transfer). Adhesion inhibit 
rs (fixJ£anti-CDll/CD18, anti-ICAMl, E-selectin inhibitors). Prostaglandin E an 
alogs (1?!lx.«misoprostil, butaprost), *t 4 \- U 4 > (« x. I* IL-10) , p38 MAP kinas 
e inhibitors (1?!)x. tfSB203580, SB220025, RWJ67657), Colchicine, Macrolide antibio 
tics (^Ux-iferythromicin, clarithromycin, roxithromycin)^ 
[0 0 6 6 ] 

^!xJi\ Neutrophil elastase inhibitors (0i*.«ttCI2OO355, ONO-5046, MR-889, L658, 
758), Cathepsin inhibitors (fllx. if suramin), Matrix metal loprotease inhibitors ( 
i?!)x.i£batimastat, marimastat, KBR7785) , alphal-anti trypsin (fflxJipurif ied, huma 
n recombinant, gene transfer). Secretory leukoprotease inhibitor, Elafin^ 

[ 0 0 6 7] 
4 . Immunoregulators I 

[0 0 6 8] 

5 . n^&mm&xtewm^Mtik&temM : 

[0 0 6 9] 

£ « £ h , #!) x. tfH^ift KWtm- £ *l& ffi# tit, WMM , xfttRM , ^ 

, ftffin, wmm, ftWkM, mmt nmn, wm^m^muM^m^xm^^^M 

[0 0 7 0] 
[0 0 7 1 ] 

P&-^£tl&o 
[0 0 7 2 ] 

fa#^»fcurtt, Jgp«:#©«*». artrtlfe^-, 

[0 0 7 3 ] 
[0 0 7 4] 
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T R Xiiift < «^^^«»(-Cys-Gly-Pro-Cys-) t*v^^ft-^*7 

t? k il-18 * mmm z^tz-?^^ ISW^* ^ * ^ T „ TRX^i:« &Je*B 

iftTV^4 (#W 2002-179588-^-) o 

4fc*5£<BflfS&-C, TRX#, v ^ a 7 r - y Ot^lxtl t:J:ot^^n7r-y^ 
fbtf)IL-18^IFN-y O^iftHWi"*^^ fc$09!LTV>4 (Murata Y, Ohteki T, Koyasu 
S, Hamuro J. IFN-gamma and pro-inflammatory cytokine production by antigen-prese 
nting cells is dictated by intracellular thiol redox status regulated by oxygen 
tension. Eur J Immunol. 2002;32:2866-2873) 0 
[0 0 7 5] 

KyXA^-€fOiIM 2:EI«U IL-18^IFN- y ©jg&jqHW J: o 
"C> COPD, MKffiffjfe, J»J&®6#. «m^^r (tfR^, ^TOXi±te« 

[0 0 7 6 ] 

[«#0 1 ] 

[0 0 7 7] 

TCvtfX*#HBcffr£L;fc (jflLW + O^IL-lS^^* : EL I S Afrffi TfcU ng/mL) 0 
[0 0 7 8] 

SPC-IL-18TGV -7 * K *5 V> T . W WW £ jfcE*H]&«fll * # o £ B Jt ttlife, — SB W 

-18TG-x"7^^^v>T, ra«lO#ia«36*a?>^ ffl#3£fc^fcv*fc©<0 

Sftfco MffilJ^rWEitt'S^, tf* ^teOfflf^tfcwaEfl:^ ® 5 Sift 2: ri> <b 

^^m«^^^m%t±^r<^^^ft^o/i(iii4, 9mm, HEtfex4 0t) o 

[0 0 7 9 ] 
[0 0 8 0 ] 

05, 614,^-^03, 40ffi7C|I|T*&& ( 9 jlffi, HESfefeX 1 0 0 f&) o 

IfOftM 2 ] 
[0 0 8 1 1 

ffi«E# 2005-3036077 



mm 2004-069835 



^-v : 10/ 



SPC-1L-18TG-7 ^ ^(D'Umtmm^'^M, ^m^it-k^ ? ^skt^m^^m^mm^mK 

[0 0 8 2 ] 

mmm 3 ] 

[0 0 8 3 ] 

s?c-iL-isTG^vx<Dmm±mm%v ^tfa.timnm%fc&bKz> cm 9 , 9», he^x 

4 0H)o 

— ^ N n> fo-)K7)v^7i:l^ -olfiL^Ji^tL&WlIl 1 0, 9 HElfefe x 4 0 f&) 

o 

[0 0 8 4] 
[0 0 8 5] 

ttz, i«J:^: LT# ^> ^/c^lfe^llOfi/i^^^^O— f!l"e* ^>SPC-IL-18TG-7 ? * (i N 

^5-i osu^ copd, F^S'ttw^, mmm&m, mwf^ (fr^ <l^-£) a* 

. ^jcov>t, copd, mn^m^ mmm&&, (jfr^> 
fi$tL/io tot, n^flotij^^^^^ &mmmoMiL-i&*m&&&}^%;mz*tz 

"Cab o 
[^*±OfiJffl^Tfgt±] 
[0 0 8 6 ] 

*3PJ?>C0PD, ^KW^, MMfi^ mW^i£ (If^<£> 'Il^^r) ^EfcXt* 
[0 0 8 7] 

7, ? v - — y ?) tP-c § & o 

[0 0 8 8] 

[Ull] / 1 ^/^'/f K *KfOMIH8 cDNA©->-^i>^ (DNAffi^iJ) 

[II 2 ] *?si-ei *b Ji5 m«af5T-spc-iL-i8SP-e^ & o 

[El 3] SPC-IL-18TG^^X(^0ffi^^^^t-e*)^ (9I«, HEtfeX4 0f) 0 
[EI 4] f 3 ^ h n - ;v v X Ollfil^ft^ ^ (9 MM, HEIfefeX4 0lt) 

[0 5] M3 (D^±mx^^ HElfe-fe X 1 0 0 fg) o 

[0 6] BUOifcfcHT?** (9«, HElfefeX 1 0 0f£) o 
[H7] SPC-IL-18TG^^^<7)^)jl«cO^Sft-tr^^ (9itt, HE^feX4 0^) 

o 

•ffiSE# 2005-3036077 



#MS 2004-069835 ^- v : 11/E 

[nisi m&m^y Yu-)\s^v*<D>imm.Wi.v>i%x~$>z> {9 mm, mm^Aom 

) o 

°[110] W&M*y\-u-}^?7*V>lRMfflfo<OteX--jbZ> (9«, HEMX4 0 



miiE# 2005-3036077 



#11 2004-069835 : 1/ 

SEQUENCE LISTING 

<110> KURUME UNIVERSITY 
<120> spc-sig-IL-18 
<130> P04AC002 
<160> 2 

<170> Patentln version 3.2 

<210> 1 

<211> 546 

<212> DNA 

<213> Artificial 



<220> 

<221> CDS 

<222> (70) . . (540) 

<220> 

<223> Inventor: Hoshino, Tomoaki 
<400> 1 

ggaacaatgg agacagacac actcctgcta tgggtactgc tgctctgggt tccaggttcc 60 

actggtgac aac ttt ggc cga ctt cac tgt aca acc gca gta ata egg aat 111 
Asn Phe Gly Arg Leu His Cys Thr Thr Ala Val He Arg Asn 
1 5 10 

ata aat gac caa gtt etc ttc gtt gac aaa aga cag cct gtg ttc gag 159 
He Asn Asp Gin Val Leu Phe Val Asp Lys Arg Gin Pro Val Phe Glu 
15 20 25 30 

gat atg act gat att gat caa agt gec agt gaa ccc cag acc aga ctg 207 
Asp Met Thr Asp He Asp Gin Ser Ala Ser Glu Pro Gin Thr Arg Leu 
35 40 45 

ata ata tac atg tac aaa gac agt gaa gta aga gga ctg get gtg acc 255 
He He Tyr Met Tyr Lys Asp Ser Glu Val Arg Gly Leu Ala Val Thr 
50 55 60 

etc tct gtg aag gat agt aaa atg tct acc etc tec tgt aag aac aag 303 
Leu Ser Val Lys Asp Ser Lys Met Ser Thr Leu Ser Cys Lys Asn Lys 
65 70 75 

ate att tec ttt gag gaa atg gat cca cct gaa aat att gat gat ata 351 

miE# 2005-3036077 



12 0 0 4-0 6 9 8 3 5 ^- v : 2/ 

He He Ser Phe Glu Glu Met Asp Pro Pro Glu Asn He Asp Asp He 
80 85 90 

caa agt gat etc ata ttc ttt cag aaa cgt gtt cca gga cac aac aag 399 
Gin Ser Asp Leu He Phe Phe Gin Lys Arg Val Pro Gly His Asn Lys 
95 100 105 110 

atg gag ttt gaa tct tea ctg tat gaa gga cac ttt ctt get tgc caa 447 
Met Glu Phe Glu Ser Ser Leu Tyr Glu Gly His Phe Leu Ala Cys Gin 
115 120 125 

aag gaa gat gat get ttc aaa etc att ctg aaa aaa aag gat gaa aat 495 
Lys Glu Asp Asp Ala Phe Lys Leu He Leu Lys Lys Lys Asp Glu Asn 
130 135 140 

ggg gat aaa tct gta atg ttc act etc act aac tta cat caa agt 540 
Gly Asp Lys Ser Val Met Phe Thr Leu Thr Asn Leu His Gin Ser 
145 150 155 

taggtg 546 



<210> 2 

<211> 157 

<212> PRT 

<213> Mouse 

<400> 2 

Asn Phe Gly Arg Leu His Cys Thr Thr Ala Val He Arg Asn He Asn 
15 10 15 



Asp Gin Val Leu Phe Val Asp Lys Arg Gin Pro Val Phe Glu Asp Met 
20 25 30 



Thr Asp He Asp Gin Ser Ala Ser Glu Pro Gin Thr Arg Leu He He 
35 40 45 



Tyr Met Tyr Lys Asp Ser Glu Val Arg Gly Leu Ala Val Thr Leu Ser 
50 55 60 



Val Lys Asp Ser Lys Met Ser Thr Leu Ser Cys Lys Asn Lys He He 
65 70 75 80 



Ser Phe Glu Glu Met Asp Pro Pro Glu Asn He Asp Asp He Gin Ser 

ai|E# 2005-3036077 
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85 



90 



95 



Asp Leu He Phe Phe Gin Lys Arg Val Pro Gly His Asn Lys Met Glu 
100 105 110 



Phe Glu Ser Ser Leu Tyr Glu Gly His Phe Leu Ala Cys Gin Lys Glu 
115 120 125 



Asp Asp Ala Phe Lys Leu He Leu Lys Lys Lys Asp Glu Asn Gly Asp 
130 135 140 



Lys Ser Val Met Phe Thr Leu Thr Asn Leu His Gin Ser 
145 150 155 
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[mi] 



is&*fl^<tt K^S-ov^^ IL-18c 




1 


GGAACAATGG 


AGACAGACAC 




1 U UU 1 HU 1 U L> 


1 U t>l L»l UUU 1 




51 


tccaggitcc 


MO 1 UU 1 UHtH 


HU 1 1 1 UUUlrU 




ACAACCGCAG 


100 


101 


TAATACGGAA 


TATAAATGAC 


ca ARrrrrrT 


1 UUI 1 UHLHH 


A Aft a r^A ri r 


150 


1 51 


U 1 U II U uH Uu 


AT A 7"ft AC" T ft A 
HI H 1 URL. 1 UH 


T* A TIT AT" r> AJU. 

rRITGArCAA 


AGTGCCAGTG 


AACCCCAGAC 


200 


201 


CAGACTGATA 


ArATACATGT 


ACAAAGACAG 


TGAAGTAAGA 


GGACrGGCfG 


250 


251 


rGAcccrcrc 


TGTGA AGGAT 


AGTAAAATGT 


crACccrcrc 


CTGTAAGAAC 


300 


301 


AAGATCATtr 


ccrrrGAGGA 


AATGGAFCCA 


CCfGAAAAfA 


rrGATGATAT 


350 


351 


ACAAAGFGAf 


crcATArrcr 


TrCAGAAACG 


TGTrCCAGGA 


CACAACAAGA 


400 


401 


rGGAGtrrGA 


ATCrrCACTG 


TAfGAAGGAC 


AcrrrcrrGc 


1TGCCAAAAG 


450 


451 


GAAGATGATG 


crrrcAAAcr 


CATTCFGAAA 


AAAAAGGArG 


AAAAFGGGGA 


500 


501 


TAAArCfGTA 


ATGrrcAcrc 


rcAcrAAcrr 


ACAfCAAAGT 


TAGGfG 


546 



[0 2] 

a»C IL183' Q)flti^ (schemata de^gn) 





Human SPC 
promoter 


mouse mature 
!L-I8(SP) 


SV40 small T 
mtron + pA 


3.7Kbp 


0.5Kbp 


0,4Kbp 



SP stEnol peptide 
pA: polyA 
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[04] 



TG ( ) control mouse < 9j@K) 
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ims] 



TG ( ) control mouse ( 9 
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09] 



SPC-IL18 TG mouse ( 93^56) 




TG ( ) control mouse ( 9 ) 
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mm 

mm) copd, ^swi, wiase^ow^m, ff^^ (flf^^. ^ 

m o ^ t i ?6»J t? * a o 
[SIR EI ] IH 2 
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mmrno^ #112004-069835 

50400405778 

fl^S ^Zlfi^JiS 0 0 9 1 

ffrfcH ?I16^ 3 1 7 H 



mmu] wi6^ 3^110 



mtE# 2005-3036077 



^-v? : i/E 

#11 2004-069835 

m is a s m it m. 



mm^J§- [599045903] 

1 . leM^J! 0 1 9 9 9^ 3B29B 

[gems Si ] mmm^ 

^ & ^#l&a a«a^ 



mtjE#-^- !Hf£#2 0 0 5 - 3 0 3 6 0 7 7 



